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6,268,342, which is a 371 of PCT/US97/14154, filed Aug. 

27, 1997, which is a continuation-in-part of S er . No^ _ 

08/705, 790, filed Aug. 30, 1996, now abandoned. 

. m t 

In the claims: 

Please substitute the claim set in Appendix A entitled 
"Clean Version of Pending Claims" for the previously pending 
claim set. The specific amendment to claim 142 is as follows: 

142 (Amended) . A method of inhibiting fibrosis in a patient 
said method comprising administering a therapeutically effective 
amount of somatostatin or a somatostatin agonist to said patient, 
provided said fibrosis is not in the kidney, in the lung, in the 
liver, in the skin, of the central nervous system, in bone or 
bone marrow, in the cardiovascular system, in an endocrine organ, 
or in the gastro-intestinal system, and further provided that 
said fibrosis is not periportal fibrosis . 

No new matter is being added by the foregoing amendments. 

REMARKS 

Reconsideration of the Office Action mailed August 14, 2001, 
(hereinafter "instant Office Action"), entry of the amendments 
hereinabove, and withdrawal of the rejection of claims 142 and 
143 are respectfully requested. The amendment to claim 142 is 
made to further prosecution of the present application and is not 
intended to concede the correctness of the Examiner's position or 
to prejudice the prosecution of the claims prior to amendment 
which may be presented in any continuing application of the 
instant application . 

In the instant Office Action, claims 142-143 are listed as 

pending and claims 142-143 are listed as rejected. 

The 35 U.S.C. §101 Rejection 

The Examiner has rejected claims 142 and 143 under 35 U.S.C. 
§101, alleging that claims 142 and 143 claim the same invention 
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as that of claims 1-29 of prior U.S. Patent No. 6, 268, 342 (the 

f 342 patent). Applicants respectfully traverse this rejection. 

In order to support a double patenting rejection under 35 

U.S.C. 101 it must be shown that an accused claim is drawn to 

identical subject matter as a claim of a prior patent. In this 

regard Applicants respectfully direct the Examiner's attention to 

MPEP §804, at paragraph II. A., Statutory Double Patenting - 35 

U.S.C. 101, wherein it is stated: 

In determining whether a statutory basis for a 
double patenting rejection exists, the question to be 
asked is: Is the same invention being claimed twice? 35 
U.S.C. 101 prevents two patents from issuing on the 
same invention. "Sa/ne invention" means identical 
subject matter. Miller v. Eagle Mfg. Co., 151 U.S. 186 
(1984); In re Vogel , 422 F.2d 438, 164 USPQ 619 (CCPA 
1970); and In re Ockert, 245 F.2d 467, 114 USPQ 330 
(CCPA 1957) . 

A reliable test for double patenting under 35 
U.S.C. 101 is whether a claim in the application could 
be literally infringed without literally infringing a 
corresponding claim in the patent. In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970). Is there an 
embodiment of the invention that falls within the scope 
of one claim, but not the other? If there is such an 
embodiment, then identical subject matter is not 
defined by both claims and statutory double patenting 
would not exist. For example, the invention defined by 
a claim reciting a compound having a "halogen" 
substituent is not identical to or substantively the 
same as a claim reciting the same compound except 
having a "chlorine" substituent in place of the halogen 
because "halogen" is broader than "chlorine." On the 
other hand, claims may be differently worded and still 
define the same invention. Thus, a claim reciting a 
widget having a length of "36 inches" defines the same 
invention as a claim reciting the same widget having a 
length of "3 feet."; 

(emphasis added.) 

Applying the foregoing it can be seen that the statutory 
double patenting rejection levied by the Examiner can not stand 
since the claims of the '342 patent are not identical in scope to 



claims 42 and 43 of the instant application. Indeed such would be 
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the case even if claims 42 and 43 were not amended as provided 
herein. However, notwithstanding the foregoing Applicants have 
amended claim 142 in order to remove literal overlap between the 
claimed subject matter of the instant application and that of the 
! 342 patent. 

To the extent that claims 1 - 29 of the f 342 patent are 
themselves drawn to various aspects of the invention therein 
claimed, Applicants 1 arguments below have been likewise directed 
to several subsets of logically related claims. 

In respect of claims 11 - 16 of the 1 342 patent Applicants 
note that said claims are drawn to a method of inhibiting over- 
expression of TGF-ft . In contrast, claims 42 and 43 of the instant 
application are drawn to a method of inhibiting fibrosis. As is 
well known in the art, inhibition of the over-expression of TGF-73 
is not identical to inhibition of fibrosis even though a 
correlation exists between the incidence of high levels of TGF-B 
and incidence of fibrosis . 

To be clear in this regard Applicants note that Anscher, 

M.S., et al., ( Transforming Growth Factor ft as a Predictor of 

Liver and Lung Fibrosis after Autologous Bone Marrow 

Transplantation for Advanced Breast Cancer , N. Eng. J. Med, 

328(22), 1592-98 (1993); hereinafter "Anscher"), teach that: 

pretransplantation TGF73 levels were significantly 
higher in patients in whom hepatic veno-occlusive 
disease or idiopathic interstitial pneumonitis 
developed than in the [control population] or the 
patients without these conditions. The predictive value 
for the development of either condition was 90 percent 
or more when pretransplantation plasma TGFJ3 levels were 
more than 2 SD above the mean established in the 
controls, 

(emphasis added) . (See discussion in Anscher, under Results) . 
Significantly in this regard are the data Anscher presents in 
support of the foregoing conclusion, depicted at figure 2 
therein, reproduced below: 
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Reviewing the data it is clear that while elevated TGF13 
levels are correlated to increased risk of fibrosis development, 
such risk does not reach 100%; i.e., not all individuals with 
elevated TGF15 levels develop fibrosis. Indeed close inspection of 
figure 2 reveals that, of the 10 individuals in the "No fibrosis" 
group, at least 3 had TGF15 values at or above the 2 SD level 
discussed in the foregoing passage, with at least one individual 
exceeding the 2 SD level quite dramatically. (TGFJ5 = approx. 17 
ng/ml vs. 2 SD level = 10 ng/ml) . 

For the Examiner's convenience a copy of Anscher is 
submitted herewith as Exhibit 1. (The Examiner will note that the 
copy of Anscher was retrieved from the New England Journal of 
Medicine web site, and that certain tables and figures were 
printed separately for the purposes of clarity.) 

In light of the foregoing Applicants submit that the literal 
scope of claims 11 - 16 of the f 342 patent is not identical to 
the literal scope of claims 42 and 43 of the instant application. 
Accordingly, withdrawal of the rejection of claims 42 and 43 of 
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the instant application on the grounds of statutory double 
patenting, to the extent that such rejection is maintained over 
claims 11 - 16 of the '342 patent, is respectfully requested. 

In respect of claims 26 - 29 of the '342 patent Applicants 
note that the literal scope of said claims encompasses 
pharmaceutical compositions. In contrast, the literal scope of 
claims 42 and 43 of the instant application encompasses a method 
of treatment, i.e., of inhibiting fibrosis in a patient. Thus the 
literal scope of claims 26 - 29 of the ! 342 patent is not 
identical to the literal scope of claims 42 and 43 of the instant 
application. Accordingly, withdrawal of the rejection of claims 
42 and 43 of the instant application on the grounds of statutory 
double patenting, to the extent that such rejection is maintained 
over claims 26 - 29 of the '342 patent, is respectfully 
requested. 

In respect of claim 1 of the '342 patent and the claims that 
depend directly or indirectly therefrom, (i.e., claims 3-8 and 
17 - 20), Applicants note that the literal scope of said claims 
encompasses : 

a method of inhibiting fibrosis in a patient said 
method comprising administering a therapeutically 
effective amount of somatastatin [sic, somatostatin] or 
a somatastatin [sic, somatostatin] agonist to said 
patient, wherein said fibrosis is in the kidney, in the 
lung, in the liver, in the skin, of the central nervous 
system, in bone or bone marrow, in the cardiovascular 
system, in an endocrine organ or in the gastro- 
intestinal system. 

('342 patent, claim 1; emphasis added.). In contrast, the literal 

scope of claim 42 of the instant application, as presently 

amended, encompasses : 

[a] method of inhibiting fibrosis in a patient said 
method comprising administering a therapeutically 
effective amount of somatostatin or a somatostatin 
agonist to said patient, provided said fibrosis is not 
in the kidney, in the lung, in the liver, in the skin, 
of the central nervous system, in bone or bone marrow, 
in the cardiovascular system, in an endocrine organ, or 
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in the gastro-intestinal system, and further provided 
that said fibrosis is not periportal fibrosis. 

(emphasis added) . Claim 43 depends from claim 42 therefore 
amendment of claim 42 applies equally to claim 43. 

As can be seen, Applicant's have amended claim 42 (and by 
extension, claim 43) in order to avoid overlap between the 
literal scope claim 42 and the literal scope of claim 1 (and by 
extension, claims 3-8 and 17 - 20) of the f 342 patent. 
Accordingly, withdrawal of the rejection of claims 42 and 43 of 
the instant application on the grounds of statutory double 
patenting, to the extent that such rejection is maintained over 
claims 1, 3-8 and 17 - 20 of the f 342 patent, is respectfully 
requested. 

In respect of claim 2 of the '342 patent and the claims that 
depend directly or indirectly therefrom, (i.e., claims 9, 10 and 
21 - 25), Applicants note that the literal scope of said claims 
encompasses : 

a method of inhibiting fibrosis in a patient said 
method ' comprising administering a therapeutically 
effective amount of somatostatin or a somatostatin 
agonist to said patient, wherein said fibrosis is 
induced by chemotherapy, induced by radiation, induced 
by a drug or a combination of drugs, induced by a 
disease state, induced by an environmental or an 
industrial factor, induced by an immune reaction, or 
induced by a wound. 

('342 patent, claim 1; emphasis added.). In contrast, and as 

discussed hereinabove, the literal scope of claim 42 of the 

instant application, as presently amended, encompasses: 

[a] method of inhibiting fibrosis in a patient said 
method comprising administering a therapeutically 
effective amount of somatostatin or a somatostatin 
agonist to said patient, provided said fibrosis is not 
in the kidney, in the lung, in the liver, in the skin, 
of the central nervous system, in bone or bone marrow, 
in the cardiovascular system, in an endocrine organ, or 
in the gastro-intestinal system, and further provided 
that said fibrosis is not periportal fibrosis. 
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(emphasis added) . Again, claim 43 depends from claim 42 therefore 
amendment of claim 42 applies equally to claim 43. 

Comparing the subject matter of claims 42 and 43 of the 
instant application to that of claims 2, 9, 10 and 21 - 25 of the 
'342 patent it can be seen that, whereas the former are concerned 
with the location of fibrosis to be treated (i.e., what organs or 
tissues are involved) , the latter are concerned with inducements 
of fibrosis. As such the scope of claims 42 and 43 is not 
identical with the scope of any of claims 2, 9, 10 and 21 - 25 of 
the '342 patent. Accordingly, withdrawal of the rejection of 
claims 42 and 43 of the instant application on the grounds of 
statutory double patenting, to the extent that such rejection is 
maintained over claims 2, 9, 10 and 21 - 25 of the '342 patent, 
is respectfully requested. 

The 35 U.S.C. §112 Rejection 

The Examiner has rejected claim 143 under 35 U.S.C. §112, 

second paragraph, alleging that claim 143: 

is substantially duplicative of claim 142. The claim 
does not further limit or define the antecedent claim 

(Instant Office Action, at page 2.). Applicants respectfully 

direct the Examiner's attention to the text of claim 142, which 

claims : 

[a] method of inhibiting fibrosis in a patient said 

method comprising administering a therapeutically 

effective amount of somatostatin or a somatostatin 
agonist to said patient, . . . 

In contrast, claim 143 claims: 

[a] method of claim 142, wherein said method comprises 
administering a therapeutically effective amount of a 
somatostatin agonist to said patient. 

Thus contrary to the Examiner's allegation, claim 143 does indeed 

limit claim 142 since somatostatin has been removed from the 

genus of compounds to be utilized for treatment. Accordingly, 

withdrawal of the rejection of claims 43 under 35 U.S.C. §112, 

second paragraph, is respectfully requested. 
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Other Matters 



Applicants note that an Information Disclosure Statement was 
filed in the instant application on January 16, 2001. Applicants 
respectfully request that the Examiner include an initialed copy 
of Form 1449, submitted therewith, when the Examiner issues the 
next Office Action. 

Applicants also note that claim 42, as amended herein, 
includes the limitation: 

[...] and further provided that said fibrosis is not 
periportal fibrosis . 

This limitation has been added in light of the disclosure of the 

Tracy, et al. reference (American Journal of Pathology, Vol. 143, 

No. 6, December 1993) which was made of record in Application No. 

09/254,097; i.e., the direct parent application of the instant 

application. Indeed Tracy et al. is among the references cited in 

the foregoing Information Disclosure Statement. 

Based upon the foregoing, Applicants believe that claims 

142-143, as amended hereinabove, are in condition for allowance. 

Prompt and favorable action is earnestly solicited. The Examiner 

is invited to telephone Applicants 1 attorney at 508-478-0144 to 

facilitate prosecution* of this application. 



Respectfully submitted, 




Brian R. Morrill 

Attorney for Applicants 
Reg. No. 42,908 



Biomeasure Inc. 

27 Maple Street 
Milford, MA 01757-3650 
(508) 478-0144 
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patients' status for toxic complications (see below). 
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na^fla)0f#««iff . 

before <fac,a4^niai^iflq flftfrM ™ d^ wd ii ja ja/ a^aujoingars bone njarrow The 
sec«ids«iipie^ , 

a#n^#%d*©B^^ ■ 

W Wm^WWjs^ft 0 * - 10m3mudl^<k»on whose ptamwB 

obtained from ike American Red Clots (Charlotte, N.C.). 

EitrarttoaofltiFPfrnaiftaeaae 

extraction^. Because, thisjasiaa^^ 

active cod inactive TrnT|aiMimi Oidiaaaj ijili i ToemdiTOFMrnl of an an d ^h ao nl toluttop (375 ml 
of W p«m*MK>U' Wof W N Jv#geMoric acid, 33 m* o*f*aayfciie&yh^^ f»d 1^ 

n»§cfcepstatin)wa»ac^^ 
TafcsanflfcSiWe^^^ 

wp^niftimf u»»« iwmmwri <mrf «in«rf * 4 T and the remainder of the sample was rocxtractcd and 
deatnfrgai TWtwo sopenMltttt^erc ttiea ooiWAtod, and ffco^ll*** adjusted to 5.2 »5:3 wttH « - 
amraoiiiam faydrotide: C*te*tiBm»5rof 2M wWiiiiiiOT hydradde wia added to 83 ml of supernatant and 
dB^bya'ftctor of *it«lcold (4 ^C> lOOpeitwledwool Hrfiaotetido w«i»cid>ate*i|t.20 ^<bra» 
least two days and then ecttriraged. The peto^teaiapcarfed 1 Macetic addi dUftyzed 

overnight ft t percent acetic acid, dtao^dfefto atiqobts, lyophdiztd, and stored at -20 °C : . ! ' 

Assay for TGtf 

Hasina laycfc of T<H*wer^^ 

ii'i''l''ilW>JB>JIW>>J ■ ' "'1^* Hm mm tlii ~ miny h nnt rnpitrlr -f iffiT-rV^^r fT*"*" — ^ 

of ItM^Ma^Mtte paper we 

epithelial cells (CCL-64) were subjected to trypsmizatkn aod suspended in die assay medium, they were 

ptated at a concentrator of H) 5 ^ 

ftfllHdttlul nft nni¥n THrPT nuifmtrafinn writ afUnl trr ihr nrrtti ami inndrafrif rAV^f^V k ™ 
The extent of DNA synthesis was dien determined by mcubatmg the cells with 3 H-labcfcd thymidine at 37 
°C for an additional fcur hours. Tbtcc&s were faauyfiaad to oar hour at room teaaperaturem t.O mJ of 
metnanol-aceric add solution flfcfcvaVvot) and washed twice nag* n«haoni They were then 
solubilacd in 0.3 N sodium hyfraade, and the radoiabclcdPNA was iJOracwd by pruiussMajnwtih 
tricttoroacettcacklTTieanxju^^ 1 
standards was determined with a l»|dd-scmtillatiaBcoiaaacr; That assay wmaWe to detect amounts of TOF 
0 ranging ftom 0.05 to 0.3 ng per miflititcr <0i3 to 2 X Id 4 atmoi per liter), with 50 percent inhjbitMa 
occurrmgatacooc«etfrationof 0.1 ng per milliliter (0.4 k to/ 4 ninsd per u^). The samples were sera^fy 
diluted until the Tfflt**^ of TGF0 present were in the linear portion of the sigmoid-shaped curve for the 
TGlfl standard Actual TCttleveto 

by the dilution factor. Test samples were always assayed with samples containing known quantities of TGF 
0 to ensure the reliability of the bioassay. 
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. vrm j&f hJfxmiitm MMtoq *»t>«tluo» ^feiri/ii w ifo^bvaiftf ifwitukft bns uthaa-k ^ri^ 
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To detennine whedta the inhil^ 

antibody that recognized TGFP (RAD Systems, Minneapolis) was added to aQ the test samples one hour 
befbre they were added to the mink-lung cells. Because the antibody was not specific for an individual 
tsofonn of TGF9, we could not determine the relative contributions of the three tsofarrm to the total plasma 
concentration. toafltestsaapkstheTGFflarmT)ody w» 
percent of the cdl growth (data not shown). 

Statistical Analyak 

Plasma TQFP was measured in the controls and patients both before and after booe marrow transplantation. 
Analysis of variance and Scheffe's method of multiple comparisons were used to compare mean values 
determined before and after traiisplam^ 

veno-occtoive disease, pulmonary fibrosis, or neither condition. Sensitivity, specificity, and predictive 
values (positive and negative) were calculated on the basis of a cutoff value for plasma TGF0 of 10 ng per 
mifliliter(4x 1 0* 7 mmol per KterX which was 2 SO above the mean determined in the controls (6 ng per 
milliliter [2 .4 x 10" 7 mmol per titer]) 

The conical variables determined in each patient are shown in T a fr frV These data were analyzed in the 
same way as theTGFO nieasurements^. No clinical mfbrmation was available for the controls because they 
were anonymous Mood dorors. Laborato^ 
wmchplasrxw sanies were obtained fw 

w« any differences between the patkntsmwh^ fibrosis 
developed and the patients without these compiicatioas. 
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Results 

The characteristics of the 41 patients who underwent autologous bone marrow traDsplantation for advanced 
breast cancer are shown in J fate 2 . The patients in whom pulmonary Rbmts or hepatic v>eno-occtusrvc 
disease later developed and the patients without these compiicatioas were similar in all respects except that 
the group with hepatic veno-occlusrve disease included patients with distant metastases who had received 
chemotherapy or radfcxherapy before they were enrolled in the transplantation program. The mortality rates 
for puhnonary SfcrMft and hepatic veno-occlusive disease were 26 percent and 17 percent, respectively 
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Hemato£c factors t 
White-cell count 

Hemoglobin :j . : ; nl 

Hematocrit . ( T 

Platelet count 
Prothrombin time 

Activated parrial-throiuboplasttn time 
Biochemical factorsf 
Uric acid... f: . v . : 

Sodium i . . . L . ; . s K% . , , !„, 

Potassium . 

Chloride 1 i- . * c. 

Bicarbonate 

Blood urea nitrogen . v 1 
Creatinine 

Calcium r 

Magnesium 

Phosphorus r,i,ri 

Albumin 

Alkaline phosphatase 
Aspartate aminotransferase 
Alanine aminotransferase , , 
Lactate dehydrogenase 
Total bilirubin 
Direct bilirubin 

Pulmonary function (measured before induction chemotherapy 
or transplantation) 
Forced vital qapacity , : 
Forced expiratory volume in one second 
Vital capacity 
Total lung capacity 
Carbon monoxide diffusion capacity 
Expiratory reserve volume ' 
nal residual capacity 



trd^edt factors 



^ " ^ '^evioui chemotherapy before enrollment for transplant'' 
tation ' 
Previous radiation therapy before enrollment for transplan- 
tation v "' 4 
Use of peripheral-blood-cell progenitors during transplan- 
tation 

Duration of carraustitne infusion during transplantation 

Use of colony-stimulating factor during transplantation 
Tumor factors 

Maximal tumor size at diagnosis 

Number of positive nodes at diagnosis 
Pharmacokinetics (high-dose chemotherapy only) 

Area under the concentration- time curve for carmustine 
and cyclophosphamide (data not available for cisplatin) 



There were no significant differences in the mean values for these 
clinical factors between the group of patients who did not have toxic com- 
plications and the groups that did (P>0.1 in all cases). 

f Hematologic and biochemical factors were measured on or as close as 
possible to the dates on which plasma samples were obtained for measure- 
ment of TGF/3. 
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veoxMMchKtve disease or putanuvy £E&£Qiti were sigpificsntty higher (P B 0.003 ) thio those io die 
controls end the petkots without fftrotkdi«»gcsmt!ieir tangs or liver 
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Fibrosis 


Patients with 


Variable 


(N - 10) 


Fibrosis 






liver 


LUNGS 






fx* — 1*1 \ 

— 12) 


IN — Iv} 


Age (yr) 








Mean 


41 


40 


39 


Range 


32-53 


32-46 


30-47 


Tumor size (cm)* 








Mean 


4.2 


4 2 


3 4 


Range 


1.2—12 


2-11 


1—10 


No. of positive nodes 








Mean 


15 


12 


14 


Range 


10-39 


0-33 


10-33 


Patients given chemotherapy before en- 


Q 


5 (42) 


0 


rollment for transplantation (%) 








Patients given previous radiation 


0 


2 (17) 


0 


tnerapy {to) 








Patients with distant metastases (%) 








No metastases 


10 


6(50) 


19 (100) 


Lung 


0 


0 


0 


Liver 


0 


2(17) 


0 


Other site 


0 


4(33) 


0 


Patients dying of toxic complica- 




2 (17) 


5 (26) 



tions (%) 



* Measured before induction chemotherapy. 
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After autologous bone marrow uaiisplantation, there was a significant decrease (PO.001 ) m the TOFP 
levels of patients witfa subsequent hepatic veno-ooctosive disease or putoonary fite^afe (HBast3 «d 
flgS®i). This decrease paralleled a rnarkedAxreasc to the platelet cou^ 

chemotherapy (XsMslD- to contrast, the plasma TGFfl levels remained unchanged (P>0. 1 ) to the patients 

who did not have hepatic veno«>ccfcisive disease «p« 

decreased to the same extent as the coiaxts of the patient 

was a significant difference to 

vcBo-c«ctasf%« disease and |«itaiow 

there was no agnificatt(P>0.1)differerK«m 




TotesttheusefnhiessoftheTCFPlevdasm 
disease or pulmonary gf&^at^ 

the sensitivity, specificity, and the positwe and negative predictive val^ 

To make these calculations, me upper limit of normal TGFO levels in plasma was set at 10 ng per milliliter, 
which was 2 SD above the mean value m 

that the TGFfl level measured in plasma after mduction chemomerapy but before high-dose chernotherapy 
and transr^antation was a very good indicator of which patients would subsequently have pulmonary 
&msk or hepatic veao-occhisive disease (or both) after chemotherapy aiidtranspiasta^ 
concentration of TGF9 was greater man 10 ng per nriflihter, it was possible to predict with more than 90 
percent accuracy that eimer hepatic veno-ocduaive disease or pulmonary (S^rt^ would develop (i.e., the 
positive predictive value was >90 percent). 
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(n - 10) 
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(n = 19) 



Patients with Breast Cancer 
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Variable 



Patients without 
Fibrosis 



Patients with Fibrosis 

LIVER 



■J 



Before 



After Before 



lungs 



After 



Before 



After 



7.6±L6 4.6±!.4 19.5±3.5 7.3±2.1 26.1±4.9 9,3*2.6 



TGF0 level 
(ng/ml)* • ! 

Platelet count 172 ±23 28+6.7 172±18 25+8.4 212±14 29±3.6 
(xlO- 3 /ml) . 



?.To convert «values to millimoles per liter; multiply by 4 x 10 
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Wealsoantoe^todeteriiiiBewh^ 

disease was associated with my of the variables listed inJlttLL Wcoo^fiDdoosigoificaaldiffoe^ 
m the mean values for these ctmi^ 

transplantation and those without them (P>0. 1 in ad cases). Furthermore, there was oo correlation between 
any of the factors sod die pretransplaBtation TOF3 levels hi the time groups of patients (data not shown). 

Toexpk)rethepc»sjbtt^thatTXH^fnightbe 

as measured by the maximal tumor dimension and the niaaber of ly«^ 

ptasnMTOF9c<»CCTtration 

differences mpietiansplantati^ 

involved lymph nodes or the greatest nxastn^Me turner diniension (before 




We also considered the possibility that patients 
chemotherapy (before thweo^ 
fbr toxic complkatioi^ 

could be made only in the group with hepatic veno-occiusive disease, since no patient in the 
other groups had been previously treated \vim dienwajerap^ 

pretransplarttatioti TOFtJ levels betwe«n the patients who tad received previous citenwtherapy and those 
who had not, which suggested that previous 
veno-occtusive disease in this group. 

Discussion 

Hepalk venoKicchjsrve disease sad pumioM 

bone marrow trampttnrtation for cancer, Many clinical factors define patient populations at increased risk 

f« trie devetoproem of these 

useful m assessing the lisk in an indiv^ 

co nc e nt! at i on. if measured after induction chemotherapy, strongly correlates with the development of 
pulmoiiaryG^^cr hepatic ven^ 
marrow transplantation. 

Patients most prone to pulmonary Cx^o or hepatic veno-occlusive disease after high-dose chemotherapy 
and autologous bone marrow transplantation have elevated TGFO levels before transplantation. A positive 
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Variable 



Liver 
Fibrosis 



Lung 
Fibrosis 



percent 

Sensitivity 75 74 

Specificity 89 89 

Positive predictive value 90 93 

Negative predictive value 73 62 
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; Tumor-Bukden Factor 



,..::> No. of positive nodes* 
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>3.5 



TGF0 
(ng/ml) 



22.8 

'fftftftV 

19.4 
20.9 



M r *' * *Mean number of positive nodes, 
.... , . tMean tumor size, 3 .5 em - . 
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Wc chose Ike assay system we used in this study because of its aMUty to detect veiy tow levds of TOFfc 

Akhou^eozyme-tirtedta^^ 

btoloe^assay.biriesutod^ 

sensiliyJiytopejmarapiJnn^^ 

leveb of TGrW above lOmgpvmin^ 

The cause of elevated plasma leveb of 

is not known Ptttcaits arcum etincipei source of unmans, bairn mtitiaad abruption of platelets 
seemstan^lfeTOttlcvetotote 

have had to have been oblam*t shc*$ after placet dln^cto&s^ fcaiMifc of TQfP ttthe 

Mood U'cnty «j|fc)fti|^ ^esmic^ otpteetets bydrogs'or vceJpuorture wouW naw 
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The elevation of plasma levels of TOW in patients #m*am*ic vcw>-ocdusivc disease or pulmonary 
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subsequent have bea*U>^ Hoyt and Laao® have shown that 
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